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DETAILED ACTION 

1. Applicants response to restriction requirement, filed August 25, 2004, is 
acknowledged. Applicants' proposal to re-group the claims as follows is 
acceptable. Accordingly, the new groups are: 

Group I, claims 1-2, 15 and 19, drawn to a polypeptide (Phospholipase) 
of SEQ ID NO: 1 or 2, composition comprising the polypeptide and a method 
of treatment using the polypeptide. 

Group II, claims 3-6 and 9-14, drawn to a polynucleotide of SEQ ID NO: 
4 or 5, encoding the polypeptides or phospholipase of SEQ ID NO: 1 or 2. 

Group III, claims 7-8, drawn to a method of detecting a polynucleotide 
capable of hybridization to the compliment of SEQ ID NO: 4 or 5. 

Group IV claim 16, drawn to antibody to the polypeptide of SEQ ID NO: 1 

or 2. 

Group V claims 17-18 and 20, drawn to agonist or antagonist and 
method of treatment using the antagonist. 

2. Election 

Applicant's election with traverse of Group II, filed August 25, 2004, 
amended claims 3-6 and 9-14, drawn to a polynucleotide of SEQ ID NO: 4 or 5, 
encoding the polypeptides or phospholipase of SEQ ID NO: 1 or 2, is 
acknowledged. The traversal is on the ground(s) that there is a unity of 
invention at least with respect to Groups I and II. 

Applicants argue that as per Examiner's reasoning under PCT Rule 13.2, 
the polypeptide of claim 1 does not share a corresponding technical feature 
which is a contribution over the prior art. The Examiner noted that claim 1 
recites SEQ ID NO: 1 or 2 (as amended) and fragments thereof, and therefore 
reads on di or tri peptide, such as the tri-peptide of Sigma (1993) item catalog 
no. G6887. Applicants', citing the instant specification, argue that the fragment 
recited in the claim is defined in the specification to be at least 5, 10, 15, 20, 
500 contiguous nucleotide or amino acids in length, and therefore does 
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not read upon the cited prior art, and the claimed polypeptide fragment is a 
contribution over the cited art and may be properly treated as a corresponding 
special technical feature. 

Applicants arguments are well taken, however, the claims do not recite a 
specific size of the fragment, and is therefore, not a contribution over the cited 
prior art. 

Although a claim should be interpreted in light of the specification 
disclosure, it is generally considered improper to read limitations contained in 
the specification into the claims. See In re Prater , 415 F.2d 1393, 162 USPQ 
541 (CCPA 1969) and In re Winkhaus , 527 F.2d 637, 188 USPQ 129 (CCPA 
1975), which discuss the premise that one cannot rely on the specification to 
impart limitations to the claim that are not recited in the claim. 

Applicants' attention is further drawn to the following prior art references 
which teach and more than qualify to read on even the Applicants' definition of 
a 'fragment thereof. 

(1) USP 6,103,469 [filed 11.07.1997], showing at least 5 consecutive 
matches between Applicants' SEQ ID NO: 1 and USP '469 SEQ ID NO: 4 [see 
the enclosed sequence search alignment, REFERENCE I]. 

(2) USP 6,287,838 [effective filing date: 24 January, 1997], showing a 
homology of about 85% between Applicants' SEQ ID NO: 2 and USP '838 
Accession No. AAU 10696 [see the enclosed sequence search alignment, 
REFERENCE 2]. 

Beginning at the top of page 8, applicant cites Example 17, Part 2 of 
Annex B to the Administrative Instructions Under the PCT, which states: 

Example 1 7 
Claim 1: Protein X. 

Claim 2: DNA sequence encoding protein X. 
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Expression of the DNA sequence in a host results in the production of a 
protein which is determined by the DNA sequence. The protein and the 
DNA sequence exhibit corresponding special technical features. Unity 
between claims 1 and 2 is accepted. 

Applicant argues the examiner should withdraw the lack of unity requirement 
with respect to claims of Group I, drawn to the special technical feature of a 
polypeptide, and co-examine the claims of Group II with the elected claims of 
Group I. Applicants further argue as per PCT Rule 13.2 that Groups I and II 
share the same corresponding special technical feature in the protein of Group 
I and the DNA which encodes the protein of Group I is the DNA of Group II 
and, as such, should be rejoined and examined in the present application. 

Applicant's argument is not found persuasive. According to PCT Rule 
13.2, unity of invention exists only when the shared same or corresponding 
technical feature is a contribution over the prior art. The inventions of Groups I 
and II do not have unity of invention because the technical feature of Group I 
do not contribute over the prior art. 

As per the rejoinder of method claims when the product claims become 
allowable, Applicants are referred to the previous Office Action for the rejoinder 
notice. Thus, the determination of lack of unity is proper under the PCT treaty. 

The lack of unity determination made FINAL. 

3. Claims withdrawn : 

Claims 1-2, 7-8 8b 15-20 are withdrawn from further consideration by the 
examiner, 37 CFR 1.142(b), as being drawn to a non-elected invention, the 
requirement having been traversed. 

4. Claims 3-6 & 9-14 are pending and under consideration in this 
examination. 

5. Priority 
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Acknowledgment is made of applicants' claim for priority based on a 
provisional application filed 1/21/1999 and 10/27/1998. 

6 . Specification 

The specification has not been checked to the extent necessary to 
determine the presence of all possible minor errors. Applicant's cooperation is 
requested in correcting any errors of which applicant may become aware in the 
specification. 

7. Continuation of prior application 

This application filed under 35 USC 119(e) lacks the necessary reference 

to the prior application(s). This application claims the benefit of US Provisional 
Application(s) No. 06/ , filed should be entered following the title of the 
invention or as the first sentence of the specification. Also, the present status 
of all parent applications should be included. 

8. Claims 3-6 are objected to under 37 CFR 1.75(c), as being of improper 
dependent form for failing to further limit the subject matter of a previous 
claim. Applicant is required to cancel the claim(s), or amend the claim(s) to 
place the claim(s) in proper dependent form, or rewrite the claim(s) in 
independent form. Claim 3 depends on non-elected claim 1, and placing the 
claim in proper dependent form will overcome this objection. Claims 4-6 are 
included in this objection for failing to correct the defect present in the base 
claim(s). 

9 . 35 U.S. C. § 112, first paragraph 

Claims 3-6 & 10-14 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a polynucleotide sequence of 
SEQ ID NO: 4 or 5 encoding a phospholipase of SEQ ID NO: 1 or 2, 
respectively, does not reasonably provide enablement for any polynucleotide 
sequence encoding a fragment of SEQ ID NO: 1 or 2, or which has been 
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modified by 10% i.e., wherein one or more amino acid residues are added, 
inserted or deleted or substituted and having or not having any phospholipase 
activity. The specification does not enable any person skilled in the art to which 
it pertains, or with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 

The scope of the claims is not commensurate with the enablement 
provided by the disclosure with regard to the extremely large number of 
polynucleotides or fragments thereof encoding phospholipases or polypeptides 
broadly encompassed by the claims. Since the amino acid sequence of a 
protein determines its structural and functional properties, predictability of 
which changes can be tolerated in a protein's amino acid sequence and obtain 
the desired activity requires a knowledge of and guidance with regard to which 
amino acids in the protein's sequence, if any, are tolerant of modification and 
which are conserved (i.e. expectedly intolerant to modification), and detailed 
knowledge of the ways in which the proteins' structure relates to its function. 
However, in this case the disclosure is limited to the polynucleotide (SEQ ID 
NO: 4 or 5) and the encoded amino acid sequence(s) of Phospholipase(s) of SEQ 
ID NO : 1 or 2. 

While recombinant and mutagenesis techniques are known, it is not 
routine in the art to screen for multiple substitutions or multiple modifications, 
as encompassed by the instant claims, and the positions within a protein's 
sequence where amino acid modifications can be made with a reasonable 
expectation of success in obtaining the desired activity/ utility are limited in 
any protein and the result of such modifications is unpredictable. In addition, 
one skilled in the art would expect any tolerance to modification for a given 
protein to diminish with each further and additional modification, e.g. multiple 
substitutions. 

The specification does not support the broad scope of the claims which 
encompass all modifications of phospholipase of SEQ ID NO: 1 or 2 by 
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addition, deletion, substitution or insertion, because the specification does not 
establish: (A) regions of the protein structure which may be modified without 
effecting phospholipase activity; (B) the general tolerance of phospholipase to 
modification and extent of such tolerance; (C) a rational and predictable 
scheme for modifying any phospholipase residues with an expectation of 
obtaining the desired biological function; and (D) the specification provides 
insufficient guidance as to which of the essentially infinite possible choices is 
likely to be successful. 

Further no guidance is provided regarding the appropriate size of the 
nucleotide fragment that is capable of encoding a polypeptide fragment having 
the desired function. With regard to claims 5, directed to a polynucleotide 
sequence that hybridizes to the disclosed sequences, Applicants have not 
sufficiently defined the stringent conditions under which the hybridizations are 
to take place. Nucleic acid hybridization assays are extremely sensitive to the 
conditions in which they are performed. The buffer composition, pH, 
temperature, length of time, salt concentrations, quality and source of template 
nucleic acid, are all variables which determine the reproducibility of a given 
hybridization experiment. Given the unpredictability of the art and the nature 
of hybridization experiments in general, it is not sufficient to merely cite 
hybridization without a clear and explicit recitation of the conditions associated 
with the hybridization. For example, the definition of stringency as it pertains 
to hybridization conditions is subject to interpretation and is different from 
laboratory to laboratory. Therefore, without a clear and explicit recitation of 
the conditions which were actually used by Applicants in isolating the claimed 
polynucleotides which hybridize to the disclosed sequences, the skilled artisan 
would not be able to practice the claimed invention and would not be 
reasonably apprised of the metes and bounds of the claimed invention. 
Without such guidance, the experimentation left to those skilled in the art is 
undue. Including in the claims the exact nature of the hybridization conditions 
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used to isolate the claimed polynucleotides would aid in overcoming this 
portion of the rejection. 

Thus, applicants have not provided sufficient guidance to enable one of 
ordinary skill in the art to make and use the claimed invention in a manner 
reasonably correlated with the scope of the claim broadly including obtaining 
polynucleotide encoding phospholipase(s) by enormous number of amino acid 
modifications of SEQ ID NO: 1 or 2 or fragments thereof. The scope of the 
claims must bear a reasonable correlation with the scope of enablement ( In re 
Fisher , 166 USPQ 19 24 (CCPA 1970)). Without sufficient guidance, 
determination of such polynucleotides encoding polypeptides having the 
desired enzymatic characteristics is unpredictable and the experimentation left 
to those skilled in the art is improper and undue in making a polynucleotide or 
fragment thereof capable of encoding the claimed modified or variant 
polypeptide. See In re Wands 858 F.2d 731, 8 USPQ2nd 1400 (Fed. Cir, 1988). 
10. 35 U.S.C. § 112, first paragraph (Written Description) 

Claims 3-6 & 10-14 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such 
a way as to reasonably convey to one skilled in the relevant art that the 
inventors, at the time the application was filed, had possession of the claimed 
invention. 

Claims 3-6 & 10-14 recite species of polynucleotides which are 
fragments/ or are variants and having 90% sequence identity to polynucleotide 
sequences of SEQ ID NO: 4 or 5 or polynucleotide variant encoding polypeptide 
sequence(s) of SEQ ID NO: 1 or 2, or fragments thereof. 

The specification, however, only provides 2 representative species of 
polynucleotide (or DNA) from Homo sapiens of SEQ ID Nos: 4 and 5, encoding 
the protein of SEQ ID Nos. 1 and 2 (phospholipases). There is no disclosure of 
any particular structure to function/ activity relationship in the single disclosed 
species to other species where such sequences are conserved in order to 
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establish a relationship among species or modify the DNA/ enzyme by 
substitution or make a polynucleotide at least 90% identical to SEQ ID NO : 4 
or 5 and encode a protein having phospholipase activity. The specification 
also fails to describe additional representative species of these phospholipases 
by any identifying structural characteristics other than the properties or 
activity recited in claims, for which no predictability of structure is apparent. 
Given this lack of additional representative species, such as the modifications 
of at least 10% of the amino acid residues of SEQ ID NO : 1 or 2 by modifying 
the DNA of SEQ ID NO: 4 or 5, and still retain phospholipase activity, or 
provide a DNA that will hybridize under stringent conditions and still encode a 
protein with Phospholipase activity, or provide DNA fragment(s) of specific 
size(s) encoding active protein fragments, Applicants have failed to sufficiently 
describe the claimed invention, in such full, clear, concise, and exact terms 
that a skilled artisan would recognize Applicants were in possession of the 
claimed invention. 

Therefore, the written description requirement is not satisfied. 
1 1 . Claim Rejections - 35 USC §112 (second paragraph) 

Claims 9-11 are rejected under 35 U.S.C.§ 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 9, line 1, recites 'polynucleotide comprising a polypeptide'. The 
claim is indefinite because a polynucleotide cannot comprise a polypeptide. A 
polynucleotide can encode a polypeptide or a polynucleotide can comprise of 
nucleotides. Further, the sequences of SEQ ID Nos. 4 and 5 are polynucleotide 
sequences, not polypeptides sequences, as recited in the claim. Amending the 

claim to recite " polynucleotide encoding a polypeptide sequence selected 

from the group consisting of SEQ OD NO: 1 and 2", is suggested to overcome 
this rejection. 
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Claims 10-11 are included in the rejection for failing to correct the defect 
present in the base claim(s). 

12. Claim Rejections - 35 USC % 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 
102 that form the basis for the rejections under this section made in this Office 
action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described 
in a printed publication in this or a foreign country, before the invention thereof by the 
applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date 
of application for patent in the United States. 

(e) the invention was described in a patent granted on an application for patent by 
another filed in the United States before the invention thereof by the applicant for 
patent, or on an international application by another who has fulfilled the requirements 
of paragraphs (1), (2), and (4) of section 371(c) of this title before the invention thereof 
by the applicant for patent. 

Claims 3-6 & 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Hawkins et al. [USP 6,103,469, REFERENCE I, 11/7/1997]. 
Hawkins et al. teach nucleic acid that encode fragment of SEQ ID NO: 1 [See 
the enclosed sequence search alignment between Applicants SEQ ID NO: 1 and 
USP 6,103,469 SEQ ID NO: 4]. Vectors, host cells and method of making the 
polypeptide is described in the patent [see claims and the entire patent]. The 
reference reads on the claim limitations: (1) a polynucleotide encoding a 
polypeptide fragment of SEQ ID NO: 1 or 2, wherein the polypeptide size 
remains undefined; (2) a polynucleotide variant having at least 90% 
polynucleotide sequence identity to the polynucleotide of claim 3 [claim 3 
depends on claim 1] which is drawn to a polypeptide fragment of SEQ ID NO: 1 
or 2, wherein the polypeptide size remains undefined, which translates to 90% 
identity to the polynucleotide fragment of undefined size; and such a sequence 
fragment (3) will hybridize to the fragment of the reference and (4) for which the 
complementary sequence can be deduced by the base pairing rule, where in a 
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double-helical nucleic acid structure adenine must form a base pair with 
thymine (or uracil) and cy to sine must form a base pair with guanine, and vice 
verse. The reference anticipates the claims. 

13. Claims 3-6 85 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Kriz et al. [USP 6287838, REFERENCE II, 1/24/1997]. Kriz et 
al. teach nucleic acid that encodes a phospholipase, wherein the amino acid 
sequence of the Phospholipase [Accession No. AAU10696] is 85.5% identical to 
Applicants SEQ ID NO: 2 [See the enclosed sequence search alignment between 
Applicants SEQ ID NO: 2 and Accession No. AAU10696]. Vectors, host cells 
and method of making the polypeptide is described in the patent [see claims 
and the entire patent] . 

14. Claims 3-6 & 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Sharp et al. [USP 6025178, REFERENCE III, 03/28/1997]. 
Sharp et al. teach nucleic acid that encodes a phospholipase, wherein the 
amino acid sequence of the Phospholipase [Accession No. AAY51557] is 85.5% 
identical to Applicants SEQ ID NO: 2 [See the enclosed sequence search 
alignment between Applicants SEQ ID NO: 2 and Accession No. AAY51557]. 
Vectors, host cells and method of making the polypeptide is described in the 
patent [see claims and the entire patent]. 

15. Claims 3-6 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Vial et al. [J. Biol. Chem. 270(29), 17327-32, 1995, REFERENCE IV]. Vial et al. 
teach nucleic acid that encode fragment of SEQ ID NO: 4 [See the enclosed 
sequence search alignment between Applicants SEQ ID NO: 4 and Accession 
No. X82631]. 11-12 contiguous nucleotide matches between the two sequences 
are circled in the alignment appended to the JBC reference. The reference 
reads on the claim limitations: (1) a polynucleotide encoding a polypeptide 
fragment of SEQ ID NO: 1 or 2, wherein the polypeptide size remains 
undefined; (2) a polynucleotide variant having at least 90% polynucleotide 
sequence identity to the polynucleotide of claim 3 [claim 3 depends on claim 1] 
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which is drawn to a polypeptide fragment of SEQ ID NO: 1 or 2, wherein the 
polypeptide size remains undefined, which translates to 90% identity to the 
polynucleotide fragment of undefined size; and such a sequence fragment (3) 
will hybridize to the fragment of the reference and (4) for which the 
complementary sequence can be deduced by the base pairing rule, where in a 
double-helical nucleic acid structure adenine must form a base pair with 
thymine (or uracil) and cytosine must form a base pair with guanine, and vice 
verse. The reference anticipates the claims. 

16. Claims 3-6 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Accession No. AA762051 [REFERENCE V, 1/27/1998]. Accession No. 
AA762051 is 45.4% identical to Applicants' DNA sequence of SEQ ID NO: 4. 
The reasons are as explained in paragraph 15, above. 

17. Claims 3-6 8s 12-14 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Kriz et al. [USP 6287838, REFERENCE VI, 1/24/1997] or 
Choiu et al. [USP 6242206, REFERENCE VII, 3/28/1997]. Kriz et al. or Choiu 
et al. teach nucleic acid that encodes a phospholipase, wherein the nucleic acid 
sequence [Accession No. AR168355] is 82% [or 82.4%, as per Choiu et al.] 
identical to Applicants SEQ ID NO: 5 [See the enclosed sequence search 
alignment between Applicants SEQ ID NO: 5 and Accession No. AR168355 or 
AR 156370]. Vectors, host cells and method of making the polypeptide is 
described in the patent [see claims and the entire patent]. Further reasoning is 
as outlined in paragraph 15, above. 

18. No claim is allowed. 

19. Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Tekchand Saidha (Ph.D.) whose 
telephone number is (571) 272-0940. The examiner can normally be reached 
on Monday-Friday from 8:15 am to 4:45 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Ponnathapu Achutamurthy, can be reached at (571) 
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272-0928. The fax phone number for this Group in the Technology Center is 
703 872-9306. 

Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the Group receptionist whose 
telephone number is 571 272-1600. 



Tekchanfd Saidha 
Primary Examiner, Art Unit 1652 
Recombinant Enzymes, E03A61 Remsen Bid. 
400 Dulany Street, Alexandria, VA 
Telephone : (571) 272-0940 

November 3, 2004 
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